Abstract: A series of new 2,3-disubstituted-3,4-dihydro-2H-1,3-benzoxazines were prepared in moderate to excellent yields by aza-acetalizations of aromatic aldehydes with 2-(N-substituted aminomethyl)phenols in the presence of TMSCl. Their structures were confirmed by IR, 1 H-NMR, 13 C-NMR, MS and elemental analysis. The fungicidal activities of the target compounds were preliminarily evaluated, and some compounds exhibited good activity against Rhizoctonia solani.
Introduction
3,4-dihydro-2H-1,3-benzoxazines exhibit a wide range of biological activity [1] [2] [3] [4] [5] [6] [7] [8] [9] [10] [11] , such as bactericidal, fungicidal, antitumour, antituberculosis, and anthelmintic effects, therefore, the synthesis of these compounds has attracted great interest. Several elegant methods for the preparation of these compounds have been documented in the literature [12] [13] [14] [15] [16] [17] [18] [19] [20] . Burke and co-workers disclosed a Mannich-type condensation of phenols with primary amines and formaldehyde to provide 2-unsubstituted 3,4-dihydro-2H-1,3-benzoxazines [5, [12] [13] [14] . Condensations of 2-aminomethylphenol with aliphatic aldehydes or ketones provided another route to 3,4-dihydro-2H-1,3-benzoxazines [15] [16] [17] . It was noted that condensation reactions could be operated without catalyst, but sometimes a catalyst such as TsOH or triethylamine was necessary. Recently, rhodium-catalyzed reactions of 2-(alkenyloxy)benzylamines which involve an allylic cleavage followed by regioselective carbonylation at the internal carbon atom have been developed as a new way to generate 3,4-dihydro-1,3-benzoxazines [19, 20] . Despite these advances, the synthesis of novel 3,4-dihydro-2H-1,3-benzoxazines and the search for more efficient routes for drug discovery and medicinal chemistry are still highly desirable. In our previous paper [21] , a new method by SnCl 4 -mediated aza-acetalization reactions of aromatic aldehydes with 2-arylaminomethyl phenols to synthesize substituted 3,4-dihydro-2H-1,3-benzoxazines was developed and the compounds showed good fungicidal activity. Herein, we present the synthesis of a series of novel 2-aryl-3-alkyl-3,4-dihydro-2H-1,3-benzoxazines, as a continuation of our ongoing project aimed at searching for novel biological active nitrogen and oxygen linked heterocyclic compounds, by reactions of aromatic aldehydes with 2-(N-substituted aminomethyl)-phenols in the presence of chlorotrimethylsilane (TMSCl) [22] [23] [24] [25] , and also report their fungicidal activities.
Results and Discussion

Chemistry
The synthetic route to the title compounds 6a-n is shown in Scheme 1. Initially, the reaction of fluorobenzaldehyde (5d) with 2-((4-methylphenyl)aminomethyl)phenol (4a) which was prepared in high yield by reaction of salicylaldehyde and p-toluidine followed by reduction with NaBH 4 in a one-pot process [21, 26, 27 ] was chosen as model reaction for the synthesis of the title compounds 6a-n. The reaction was carried out in a mixed solvent of chloroform and cyclohexane (v:v = 1:2) under reflux in the presence of TMSCl (20 mol%) by removing the water of condensation azeotropically, and the desired product 6a was obtained in 57% yield (Table 1 , entry 1). It should be noted that the interest in preparation of fluorine-containing 3,4-dihydro-2H-1,3-benzoxazines is due to the special structure and biological character of fluorine atom, which was usually introduced in drugs and pesticides to enhance or change the biological activity.
Then, under the same conditions, compounds 6b-n were further prepared by reactions of aromatic aldehydes 5a-e with 2-(N-substituted aminomethyl)phenols 4a-f, and all the experimental results are listed in Table 1 . The results clearly showed that all reactions gave the desired products in moderate to excellent yields. It was observed that the reactions of nitrobenzaldehydes furnished the products in higher yields than those with fluorobenzaldehyde or benzaldehyde. Moreover, the reactions of N-alkyl substituted aminomethylphenols gave higher yields than those of N-aryl substituted ones. The lower yield of the latter can be attributed to its low nucleophilicity, which was in turn caused by the conjugation effect between the electron pair on the nitrogen atom and the aryl group. All these results indicated apparently that TMSCl was an efficient catalyst for the reactions, and to the best of our knowledge, this is the first time to adopt TMSCl as catalyst for aza-acetalizations of aromatic aldehydes with 2-aminomethylphenols to synthesize 3,4-dihydro-2H-1,3-benzoxazines. The structures of the products were established on the basis of their spectroscopic data (IR,   1 H-NMR, 13 C-NMR, MS) and elemental analysis [21] . All compounds exhibit characteristic signals appropriately (see experimental section). This can be illustrated with compound 6l. In the IR spectrum, a strong absorption at 1731 cm 
Fungicidal Activity Assay
According to standard operation procedure (SOP) developed by Hunan Branch of National Pesticide R&D South Center of China [28] , fungicidal activities of the prepared compounds 6a-n against Gibberella zeae, Phytophythora capsici, Alternaria alternate, Botrytis cinerea and Sclerotonia sclerotiorum were evaluated using the mycelium growth rate test in concentration of 25 µg/mL, which was expressed as inhibition rate (%), and their activities against Rhizoctonia solani using the leaf-disc culture in concentration of 500 µg/mL, which was expressed as control efficacy (%). The results are summarized in Table 2 . In general, the results demonstrated that most of the compounds displayed moderate to good activity. Compounds 6k, 6l, 6n showed 100% activity against Rhizoctonia solani. But, compared with compounds 6l (R = 4-NO 2 ) dramatically decreased to 0%. Similarly, the activity against Rhizoctonia solani and Sclerotonia sclerotiorum of compound 6h with a methyl group on the position-6 of benzoxazine ring (R = Me) dramatically decreased to 0% relative to the compound 6o (R = H, 100%, 60%) [21] . Also, the activity against Rhizoctonia solani and Phytophythora capsici of compound 6i (R = Me) decreased to 0% and 3% compared with 6p (R = H, 50%, 37%). But, the activity against Sclerotonia sclerotiorum of compound 6i increased to 52% compared with 6p (0%). In addition, some compounds displayed good activity against Sclerotonia sclerotiorum as shown by 6k (91%), 6d (89%), 6f (89%), 6n (83%) and 6a (81%). 
Experimental
Materials and Reagents
All solvents were dried by standard procedure. Aromatic aldehydes and substituted anilines were commercially available. Infrared spectra were recorded on a PE-2000 FT-IR. . Mass spectra were obtained with Thermo Finnigan LCQ Advantage spectrometer. Elemental analysis was measured on PE 2400 II CHNS instrument. Melting points were determined on a WRS-1B digital melting point instrument. Thin-layer chromatography (TLC) was run on precoated silica gel phates (Merck 60F 254 ). were added with stirring. The solution was heated at 85 C for 5 h (checked by TLC), and the water of condensation was removed by azeotropic distillation of most of solvent. Then, triethylamine was added to make solution pH = 8, followed by addition of ethyl acetate (100 mL), and the mixture was washed sequentially with water (2 × 100 mL) and saturated brine (2 × 100 mL). The organic phase was dried over Na 2 SO 4 , and evaporated under reduced pressure. The obtained yellow oil was purified by recrystallization from ethyl acetate-petroleum ether giving the product 6k (73% yield) as a yellow solid. 46 (m, 2H), 7.49-7.51 (m, 1H) Methyl-2-(3-nitrophenyl)-3-p-tolyl-3,4-dihydro-2H-1,3- (2-(4-nitrophenyl)-2H-1,3-benzoxazin-3(4H)-yl) [28] The in vitro inhibition of the title compounds against five strains of phytopathogenic fungi Phytophythora capsici, Gibberella zeae, Sclerotonia sclerotiorum, Alternaria alternata and Botrytis cinerea was performed according to standard method NY/T1156. , and antifungal activity assays adopted drug-containing medium method. Stock solution of every test compound was prepared in DMF (20 g/L) and then diluted to the required test concentrations (500 mg/L) with water containing Tween 80 (0.4 mg/L). Solutions of the test compounds (2 mL) were added to potato dextrose agar (PDA) medium (38 mL, 45 °C) to provide the final concentration of 25 mg/L. The mixed medium without sample was used as the blank control. The inocula, 6.5 mm in diameter, were removed from the margins of actively growing colonies of mycelium, placed in the centers of the above plates. Four replicates per treatment. Percentages of growth inhibition were calculated by comparing the mean value of the diameters of the mycelia in the test plates after placing in 28 °C biochemical incubator thermostat for 4 days. The inhibition percent was calculated according to the following equation:
Chemical Synthesis
2-(4-Fluorophenyl)-3-p-tolyl-3,4-dihydro-2H-1,3-benzoxazine
2-(4-Fluorophenyl)-3-phenyl-3,4-dihydro-2H-1,3-benzoxazine
2-(4-Fluorophenyl)-3-(4-methoxyphenyl)-3,4-dihydro-2H-1,3-benzoxazine
2-(4-Fluorophenyl)-3-(4-chlorophenyl)-3,4-dihydro-2H-1,3-benzoxazine
Methyl 2-(2-(4-Fluorophenyl)-2H-1,3-benzoxazin-3(4H)-yl)acetate
2-(3-Nitrophenyl)-3-(4-chlorophenyl)-3,4-dihydro-2H-1,3-benzoxazine
8-Methyl-2-(2-nitrophenyl)-3-p-tolyl-3,4-dihydro-2H-1,3-benzoxazine
8-
Methyl 2-
Biological Assay
where I is the inhibition rate, D 1 is the average diameter of myceliain the blank test, and D 0 is the average diameter of mycelia in the presence of compounds. The results are given in Table 2 .
Activity against Rhizoctonia solani. Compounds tested for control of rice sheath blight pathogen, Rhizoctonia solani, on rice seedlings at the fifth-leaf stage were formulated in water and DMF (5 + 1 by volume) (containing 2.5 g/L Tween 80) to 500 mg/L solutions, and applied to the rice seedlings as foliar sprays using a hand-held spray gun. The next day the seedlings were inoculated with the chaff medium within Rhizoctonia solani (the causal fungus of the rice sheath blight). Then the plants were immediately placed in a temperature-and humidity-controlled chamber at 28 °C for 4 days. After treatment, percentage of disease control in the treated seedlings was compared to that of seedlings with a treatment in the absence of the experimental compounds, and fungicidal activity was estimated. Four replicates were included in the evaluation, and the biological effect was reported as the average of the four replicates. The results are given in Table 2 .
Conclusions
In summary, we have demonstrated TMSCl is an efficient catalyst for aza-acetalizations of aromatic aldehydes with 2-(N-substituted aminomethyl)phenols, and a series of novel 2,3-disubstituted-3,4-dihydro-2H-1,3-benzoxazines 6a-n were prepared in moderate to excellent yields. The fungicidal activities of the prepared compounds were preliminarily evaluated, and some compounds exhibited good activity against Rhizoctonia solani as shown by 6k, 6l, 6n (100% at concentration of 500 μg/mL), and some compounds displayed good activity against Sclerotonia sclerotiorum as shown by 6a, 6d, 6f, 6k and 6n (81-91% at concentration of 25 μg/mL).
